REMARKS 

At the time of issuance of the above-identified Office Action claims 1-5, 7-9, and 
11-18 were pending in this application. This amendment requests cancellation of claims 
7, 11, 14, and 15, so that upon entry of this amendment claims 1-5, 8, 9, 1 1-13, and 16-18 
will be pending. Applicants reserve the right to prosecute the subject matter of the 
canceled claims as well as the subject matter deleted from any claim as amended herein in 
this or a related application. 

Applicants have amended claims 1,12, and 13 to more particularly point out and 
distinctly claim the subject matter sought to be patented. The claim amendments also 
correct dependencies and are otherwise fully supported by the application and claims as 
filed. 

Applicants' Pending Claims Are 

Not Obvious Over the Combination of References Suggested 

The Office has rejected claims 1-5, 7-9, and 1 1-18 under 35 U.S.C. § 103(a) as 
being unpatentable over Levine et al., in view of Uchida et al., Li et al., and Reed et al. 

To establish prima facie obviousness, three basic criteria must be met, namely: 
suggestion or motivation, within the references themselves or in the knowledge available 
to one of ordinary skill in the art, to modify a reference or to combine reference teachings; 
a reasonable expectation of success; and the references when combined must teach or 
suggest all the claim limitations. 

Claim 1, as amended, is directed to a vector system that now includes "a promoter 
functioning in the presence of p53". This amendment is presented solely to advance the 
present application to allowance and not to acknowledge the merit of any argument 
presented by the Patent Office. Furthermore, as is discussed below, this claim limitation 
is neither disclosed nor suggested by the combination of references cited. 
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There is no motivation to combine references 

As Applicants have discussed in detail in their previous response, the assemblage 
of references provided by the Patent Office do not alone, or in any combination, render 
the invention obvious. 

We have previously noted that Levine does not disclose the use of a promoter that 
is activated by a tumor suppressor gene product (such as p53) that controls the expression 
of a recombinase system (such as the Cre-loxP system) that, in turn, excises the claimed 
desired gene (such as the suicide gene). The secondary cited references cannot be used to 
cure the above-noted deficiencies of Levine because, as the Office acknowledged, none 
of the cited references disclose the use of a promoter that functions in the presence of p53 
to induce Cre expression (see, e.g., page 7(11. 7-5) and page 8 (1 1. 7-6) of the Office 
Action mailed October 9, 2002). The Office has advanced no reasoning consistent with 
established principles for making an obviousness type determination to overcome these 
deficiencies. 

None of the references provided by the Office supply the teaching missing from 
Levine. It is well settled that it is impermissible for the Patent Office to combine a 
number of references in a manner not suggested by the references themselves and in a 
manner inconsistent with the teachings of the prior art as a whole. As AppUcants have 
discussed in detail in their previous response and as they maintain here, the Office has 
combined the references in manner not suggested by the references themselves employing 
impermissible hindsight analysis based upon information gleaned from Applicants' 
disclosure. 

In short, nothing in the prior art suggests that substituting "a promoter functioning 
in the presence of p53" would have been advantageous. Thus there would have been no 
motivation to make such a substitution, and even putting aside the unexpected results 
Applicants obtained, as is discussed below, there is no prima facia case of obviousness. 
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There was no reasonable expectation for success 

Evidence of unexpected results is required only where the Examiner has 
established a prima facie case of obviousness. As is explained above, that has not 
occurred in this case. Accordingly, in addition to providing evidence of a motivation to 
combine teachings, the Office must also indicate where in the prior art one of ordinary 
skill would have found a reasonable expectation of success. 

Applicants submit that one skilled in the art of molecular biology would not have 
had a reasonable expectation that the vector system of amended claim 1 would have been 
successful. One reason for this is because Reed discloses that the p53 tumor suppressor, 
alone, may not be sufficient to upregulate bax gene expression in all cell types, and that in 
several cell types bax gene expression is not increased following irradiation, although a 
p53-dependent elevation occurs in another p53 target gene, waf-1 (see Reed, column 5, 
lines 53-62). Furthermore, Reed discloses that the bax promoter contains other regulatory 
elements that might be important in modulating bax gene expression (see Reed, column 6, 
lines 11-14). These teachings suggest that p53 alone cannot sufficiently induce a bax 
promoter to express a gene operably linked to the promoter, and other regulatory elements 
should also be used for regulating gene expression under the control of the bax promoter. 
Although Reed discloses the use of a bax promoter in screening assays for identifying an 
effective agent that regulates the level of expression of a gene operably linked to the bax 
promoter, in such screening assays, it is sufficient to detect only the changes of the 
expression level. In other words, it is not required to express a gene operably linked to 
the bax promoter to such a level that the gene product exerts its function effectively. 

Moreover, even assuming, arguendo, the use of a promoter functioning in the 
presence of p53 in the Cre-lox system could possibly be derived from the teachings of the 
cited references, nothing in the cited references indicate that such a promoter would 
function sufficiently to enable Cre gene expression specifically in non-tumor cells. 
Furthermore, the distinct possibility exists that Cre would be expressed in tumor cells 
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(p53-deficient cells), even at a low level to cause recombination, thereby failing to 
express a suicide gene specifically in tumor cells. Accordingly, before the work of the 
present inventors, the advantageous effect of the p53-regulated system of this invention 
would have been totally unexpected and not have been derivable from the prior art 
references. One skilled in the art would have no expectation that the claimed invention 
would have a reasonable expectation of success. 

For all of the aforementioned reasons. Applicants respectfully request withdrawal 
of the § 103(a) rejection. 
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CONCLUSION 

Applicants submit that the claims are in condition for allowance, and such action is 
• respectfully requested. 

Enclosed is a Petition to extend the period for replying to the final Office action 
for three months, to and including February 2, 2004, and a check in payment of the 
required extension fee. Applicants also enclose a Notice of Appeal. 

If there are any additional charges or any credits, please apply them to Deposit 
Account No. 03-2095. 

Respectfully submitted, 

Date: J'^ u <k«^ Q-O a ^ 

Clark & Elbing LLP 
101 Federal Street 
Boston, MA 02110 
Telephone: 617-428-0200 
Facsimile: 617-428-7045 
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